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CLAIMS 



What is claimed is: 

^v^^ ^ rnethod of enhancing paracellular permeability at an 
absorption site in a subject, the method comprising: 
5 a) administering an effective amount of a phosphplipase C inhibitor 



a 



^ to a subject at a time in which enhanced paracellular 
permeability is desired; and 
b) enhancing paracellular permeability in the subject at the 



\J absorption site through the administering of the effective amount 

p 10 of the phospholipase C inhibitor. 

g3 2. The method of claim 1, wherein the phosjDhoNp^^ 



selected from the group consisting of a n \^alky I p h os p h o ch ol i n e ,^a 3- 
nitrocoumarin or derivative thereof, a 3-cyanocoumarirTor^J^fiVativ^'thereof, a 
3-halocoumarin or derivative thereof, a 3-acetoxycoumarin or derivative 
15 thereof, a coumarin-3-sulfonic acid or derivative thereof, and an N- 
Q alkylsuccinimido steroid derivative. 

3. The method of claim 2, wherein the alkylphosphocholine further 
comprises an alkyl chain of ten to twenty methylene groups. 

\^ The method of claim 2, wherein the 3-hialocoumarin is 3- 
20 fluorocoumarin or derivative thereof, 3-chlorocoumarin or derivative thereof, or 
3-iodocoumarin or derivative thereof. 

The method of claim 2, wherein the N-alkylsuccinimido steroid 
derivative comprises an alkyl chain of one to ten methylene groups. 

6- Thg mfithnri of claim 1 , wherein the absorption site comprises 

25 Cntestinal epithelium) 
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The method of claim 1 , wherein the absorption site comprises 
the blood brain barrier. 



8. Thermethod of claim 1, wherein the phospholipase C inhibitor is 

/ ^ \ 

formulated fofr oral, buccal, rectal ortr^sdenmal^administration, or in a form 



suitable to contact colonic epithelium? or in a form suitable for administration 
— — \_J 

by ihhalation or insufflation. 




A .m ethod of enhancing absorption of a hydrophilic drug in a 
sutifjest^trte method comprising administering an effective amount of a 
phospholipase C inhibitor to the subject at a time prior to or in conjunction with 
10 administering the hydrophilic drug to the subject, whereby enhanced 
paracellular permeability is produced at an absorption site in the subject; and 
HJ enhancing absorption of the hydrophilic drug at the absorption site in the 

In subject through the administering of the effective amount of the phospolipase 

%\3 C inhibitor. 

M- 15 ^1,0. The method of claim 9, wherein the phospholipase C inhibitor is 

M= selected from the group consisting of an alkylphosphocholine, a 3- 

C3 nitrocoumarin or derivative thereof, a 3-cyanocoumarin or derivative thereof, a 

■ - 

3-halocoumarin or derivative thereof, a 3-acetoxycoumarin or derivative 
thereof, a coumarin-3-sulfonic acid or derivative thereof, and an N- 
20 alkylsuccinimido steroid derivative. 



1^UC( 



1^ The method of claim 10, wherein the alkylphosphocholine 



further comprises an alkyl chain of ten to twenty methylene groups. 

The method of claim 10, wherein the 3-halocoumarin is 3- 
fluorocoumarin or derivative thereof, 3-chlorocoumarin or derivative thereof, or 
25 3-iodocoumarin or derivative thereof. 
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1b. The method of claim 10, wherein the N-alkylsuccinimido steroid 
derivative\x)mprises an alkyl chain of one to ten methylene groups. 

\^ The method of claim 9, wherein the absorption site comprises 

intestinal epithelium. 

\ 

5 1^ The method of claim 9, wherein the absorption site comprises 

the blood brain barrier. 

%6. The method of claim 9, wherein the phospholipase C inhibitor is 
formulated fbr oral, buccal, nasal, rectal or transdermal administration, or in a 
form suitable to contact colonic epithelium, or in a form suitable for 
p 10 admin^tpa^ion by inhalation or insufflation. 
%S \17\ J A composition comprising: 



IF! 
I 1 ™ 

53. 

r 



a) a hydrophilic drug; 

b) a phospholipase C inhibiting amount of a phospholipase 
C inhibitor; and 

1. ^ C aphar _ lly a~1eca,e, 

T8. The composition of claim 17, wherein the phospholipase C 
inhibitor ^selected from the group consisting of an alkylphosphocholine, a 3- 
nitrocoumarin or derivative thereof, a 3-cyanocoumarin or derivative thereof, a 
3-halocoumarin ^or derivative thereof, a 3-acetoxycournsrin or derivative 

20 thereof, a coumapn-3-sulfonic acid or derivative thereof, and an N- 

& — - . 

alkylsuccinimido steroid derivative. 

^\9. The composition of claim IS^^herein the alkylphosphocholine 
further comprises an alkyl chain of ten to twenty methylene groups. 
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^ 2(X TheTmethod \of claim 18, wherein the 3-halocoumarin is 3- 

fluorocoumarin or derivative thereof, 3-chlorocoumarin or derivative thereof, or 

■ / "v \0 

3-iodocoumarin or derivative thereof. x \ 

'y r \ / - 

\ ^^^Rle method lof claim 18, wherein the N-alkylsuccinimido steroid 



derivativ^comprises-afr^lkyl chain of one to ten methylene g^cotifJsT 

\22\} A method of preparing a composition that^iacil ^tes ora l^ 
availability of a hydrophilic drug to a subject in need thereof, the method 
^ comprising: 

a) providing a hydrophilic drug; 
10 b) providirj£a phospholipase C inhibitor; and 

; u3 c) mixing the hydrophilic drug and a phospholipase C 

% 4 inhibiting amount of the phospholipase C inhibitor with a 



pharmaceutically acceptable carrier, whereby a 
w composition that { facilitates) oral availability of the 

"~ 15 hydrophilic drug is prepargciT 

\ 

2^ The method of claim 22, wherein the phospholipase C inhibitor 
is selected from the group consisting of an alkylphosphocholine, a 3- 
nitrocoumarin or derivative thereof, a 3-cyanocoumarin or derivative thereof, a 
3-halocoumarin or derivative thereof, a 3-acetoxycoumarin or derivative 
20 thereof, a coumarin-3-sulfonic acid or derivative thereof, and an N- 
alkylsuccinimido steroid derivative. 

^^24^^ The method of claim 23, 'wherein the alkylphosphocholine 
further comprises an alkyl chain of ten to twenty methylene groups. 



The method of claim 23, wherein the 3-halocoumarin is 3- 
fluorocoumarin or derivative thereof, 3-chlorocoumarin or derivative thereof, or 
3-iodocoumarin or derivative thereof. 

The method of claim 23, wherein the N-alkylsuccinimido steroid 
derivative comprises an alkyl chain of one to ten methylene groups. 

^X^^ The method of claim ^2ffwherein the composition is formulated 
for oral, buccal, rectal or transdermal administration, or in a form suitable to 



contact colonic epithelium, or in a form suitable for administration by 



inhalation or insufflation. 



